Attorney Docket No.: 1300-1-013PCTAJS 
REMARKS 

Claims 7-26 are pending, claims 10, 11 and 13-26 are withdrawn from consideration, and 
claims 7-9 and 12 are rejected. In the interest of advancing prosecution and securing rapid 
allowance of a patent, Applicants herein cancel claims 7 and 12 without prejudice. Upon entry of 
the instant Amendment, only two claims are maintained pending, namely claim 8, directed to a 
method of treatment employing an antibody specific to Sequence ID No. 1 and claim 9 directed 
to humanized antibodies and conjugates. 

Rejection under 35 U.S.C. 112, second paragraph 

The Examiner rejects claims 7-9 and 12 as allegedly unclear for the following 
reasons: 

1 . Claim 7 recites "an agent which interacts with or modulates the expression or 
activity of a K1AA0659 polypeptide." It is allegedly unclear what is meant by 
"interacts" and "modulates" since the specification does not provide a definition for the 
terms. Clarification is required; and 

2. Claim 12 recites "which retains the activity of the K1AA0659 polypeptide". It is 
allegedly unclear what is meant by "activity" whether biological activity, binding 
properties, apoptotic activity, enzymatic activity, etc. Clarification is required. 

In the interest of advancing prosecution, Applicants herein change the claims to recite 

"inhibits the biological activity of " No issue of new matter arises by way of this change 

since there is clear inherent support for this recitation in, for instance, paragraph [0015]. As a 
result, the rejection is rendered moot. 

Rejection under 35 U.S.C. 112, first paragraph 

A. Regarding Written Description 

The Examiner rejects claim 12 under 35 U.S.C. 1 12, first paragraph, as allegedly 
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failing to comply with the written description requirement. As the Examiner notes, the 
"written description" requirement for a claimed genus may be satisfied through sufficient 
description of a representative number of species by actual reduction to practice, reduction to 
drawings, or by disclosure of relevant, identifying characteristics coupled with a known or 
disclosed correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the applicant was in possession of the genus. According to 
the Examiner, the instant specification does not provide an adequate written description for a 
"a derivative having one or more amino acid substitutions, modifications, deletions or 
insertions relative to the amino acid sequence of SEQ ID NO:l which retains the activity of 
the K1AA0659 polypeptide." The present claims read on any variant of SEQ ID NO: 1 that 
"retains the activity of the K1AA0659 polypeptide." However, the specification allegedly 
does not provide a definition for the term "activity." 

In the interest of advancing prosecution and securing swift allowance of the claims, 
Applicants herein change the claims to encompass only the amino sequence of SEQ ID NO: 1 . 
As a result, the rejections are now moot. 

B. Regarding Enablement 

The Examiner rejects claims 7-9 and 12 under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the enablement requirement for the following reasons: 

1 . The claims are drawn to a method for the treatment and/or prophylaxis of any 
carcinoma : 

2. The claims embrace prophylaxis of cancer : 

3. The art teaches the unpredictability of antibody-based cancer 
immunotherapy (citing, Christiansen et aL, Mol Cancer Ther, 2004,3:1493-1501; 
Topp et al. 9 Journal of Controlled Release, 1998,53:15-23); and 
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4. The claims embrace a K1AA0659 polypeptide or a derivative comprising amino 
acid substitutions, modifications, deletions, or insertions relative to the amino acid 
sequence of SEQ 10 NO: 1 (The Examiner alleges that protein chemistry is highly 
unpredictable citing Burgess et aL, Journal of Cell Biology Vol 1 1 1 November 1990 
2129-2138; Lazar et aL, Molecular and Cellular Biology Mar 1988 Vol 8 No 31247- 
1252; Schwartz et aL,Proc Natl Acad Sci 1987; Un et aL, Biochemistry 1975). 

As regards 2), Applicants herein delete "prophylaxis" purely in the interest of 
advancing prosecution. As regards 4), Applicants herein change the claims to encompass 
only the amino sequence of SEQ ID NO:l purely in the interest of advancing prosecution. 
As regards 1) and 3), Applicants herein restrict the claims to liver and lung cancer in 
accordance with Examples 1 and 3 showing some data from liver and lung cells. Again, this 
change is made purely in the interest of advancing prosecution and securing swift allowance 
of the claims. 

Applicants respectfully remind the Examiner that the applicable legal inquiry is 
"whether one of ordinary skill in the art, at the time the instant application was filed, could 
make and use the claimed method for the treatment of lung or kidney carcinoma without 
undue experimentation." Applicants further remind the Examiner that the courts have 
determined that a lot of experimentation may be required before the threshold is crossed into 
"undue experimentation." See, e.g. In re Wands and Hybritech v. Monoclonal Antibodies. The 
facts clearly demonstrate that no "undue experimentation" is required to practice the currently 
claimed "methods of treatment." 

1. All the steps required to practice the claimed invention short of actual therapy are 
clearly and unquestionably enabled. 

Applicants submit that the instant specification provides evidence that KIAA0659 is 
over-expressed in lung cancer tissue and kidney cancer tissue. See, e.g. Figure 3. It is not highly 
expressed in healthy tissue. Further, while the protein is expressed in the testis and the brain, 
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administering an antibody for the treatment of lung or kidney cancer is unlikely to be toxic to the 
brain because antibodies cannot generally cross the blood brain barrier. Similarly, the blood- 
testis barrier inhibits passage of cytotoxic agents (bodies or substances that are toxic to cells) into 
the seminiferous tubules. The Examiner is respectfully directed to Figure 3 which suggests that 
the protein is also expressed in the adrenal gland (located near the kidneys). Therefore, it is 
probably most appropriate to administer the antibody according to the present invention to those 
patients with cancers which highly express the protein, for example kidney cancer 2, 3, 5, 6 and 
lung cancer 1, 3, 6 and 7. (See, Figure 3). Applicants submit that any toxicity to the adrenal 
gland in minimized because the aggressively growing tumor is more susceptible to the agent than 
healthy cells growing at the normal rate. Thus, the instant invention takes advantage of the basic 
principles of chemotherapy. That is to say, the therapeutic window for those cancers which 
highly express KIAA0659 is likely to be more appropriate. 

Applicants submit that the need to target sub-populations of patients is not uncommon in the 
cancer field. For example, in breast cancer adjuvant therapies (post operative treatments) such as 
tamoxifen, certain patients are more suitable for treatment with the product than others. The most 
suitable cancers for treatment are those with estrogen receptors on the surface of their cells, termed 
'estrogen-receptor-positive' (ER-positive). This does not reflect negatively upon the value of the 
therapy. In a separate example Her-2/neu expressing breast cancer is suitable for treatment with the 
pharmaceutical product Herceptin. 

Applicants further submit that selection of appropriate patient populations does not 
undermine the potential value of the therapy. One of ordinary skill in the art clearly understands the 
population issue from the technical teachings of the instant specification and is clearly able to screen 
patients employing routine techniques to identify those patients with cancers highly expressing the 
relevant polypeptide without undue experimentation. One of ordinary skill in the art is also able to 
prepare and optimize antibodies for use in the methods according to the current invention without 
undue experimentation. 

2. Antibody technology is relatively predictable. 
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Applicants respectfully challenge the Examiner's characterization of Christiansen et al In 
particular, Christiansen et al acknowledge that antibodies are highly specific. Further, a number of 
antibodies have already proven useful in treatment such as, for example herceptin approved for the 
treatment of breast cancer. Furthermore, Christiansen et al teach that the clearance issues of murine 
antibodies can be dealt with by employing humanized antibodies. Christiansen et al also teach that 
"In order for an antigen to be of value for therapy, it must be expressed at sufficiently high levels on 
tumor cells relative to indispensible, normal cells." The instant specification clearly teaches and 
demonstrates that KIAA0659 is highly expressed in lung cancer and kidney cancer tissue in 
comparison to normal tissue. 

The physical barriers of solid tumors are not necessarily detrimental to the success of 
antibodies for the treatment of solid tumor. Some experts in the field maintain that antibodies with 
moderate rather than very high affinity for the target antigen are more suitable for the treatment of 
solid tumors. Furthermore, cancer treatments often include adjuvant treatment that constitutes a 
second line of treatment after a solid tumor has been surgically removed. 

3. The USPTO guidelines for determining whether a specification is enabling for the 

claimed invention recognize that the specific facts and the state of the art must be 

considered in each instance such that no absolute rule exists. 

Applicant respectfully directs the Examiner to USPTO educational materials provided 
in a presentation by Jean Witz http://www.cabic.com/bcp/03 1 208/JWitz_ECTT.ppt a copy 
of which is enclosed. The USPTO educational materials indicate that: 

• That the amount of guidance or direction required to enable an invention is inversely 
proportional to the amount of knowledge in the art (and we know the skilled person in 
the biotech field is highly skilled); 

• All the evidence must be weighed up by the Examiner; 

• There are no rules per se (i.e., that apply unilaterally across the board); and 

• The analysis should be performed on a case-by-case basis. 

Applicant further reminds the Examiner that the Examiner has the initial burden to establish a 
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reasonable basis to question the enablement provided, that there must be a reason to doubt the 
objective truth of the statements contained in the specification, that references should be supplied 
if possible to support a prima facie case of lack of enablement, and that specific technical reasons 
(to support a prima facie case of lack of enablement) are always required. Applicant respectfully 
submits that the Examiner has failed to establish such a reasonable basis to question the 
enablement provided. Further, the Examiner has not established specific technical reasons to 
support the allegation that the specification does not enable the methods of treatment claimed. 
Still further, the Examiner has provided no references supporting such an allegation. 

Applicants respectfully submit that the claims are not directed to a cure for any cancer. 
Rather, the claims recite a method of treating certain cancers. Even established treatments, 
including chemotherapy and radiotherapy, are not successful in one hundred percent of cases but 
are still valid methods of treatment. Furthermore, the claimed treatment may in some instances 
be used in combination with other treatments in a cocktail Moreover, contrary to the concerns 
of Christiansen et al, there are a large number of antibodies currently under development for the 
treatment of cancer. In support thereof, Applicants submit two articles herewith, discussing the 
success rate of antibody pharmaceutical products, Ziegelbauer et al, Journal of Commercial 
Biotechnology 14(l):65-72 (2008) and Reichert et al, Drug Discovery 3:383 (2004). 
Zeigelbauer et al teach as follows: 

"Therapeutic antibodies have a high drug approval success rate once they reach clinical 
testing (29 percent for chimeric antibodies, 25 per cent for humanized antibodies compared to 
a success rate of approximately 1 1 per cent for small molecules). 7 In addition, much of the 
development and clinical experience that is gained from the generation and optimization of 
one antibody product can be readily applied to subsequent therapeutic antibodies, diminishing 
some of the development, manufacturing, and clinical risks that are intrinsic to drug 
development. 

Owing to their exquisite specificity and ability to affect unique biological functions, 
monoclonal antibodies have the potential to provide a continued source of effective, safe, and 
k - reliable therapies. The introduction of such new therapies will benefit patients having a 
variety of debilitating diseases that otherwise respond poorly to alternate approaches. Based 
on the impact of the successful discovery of novel antibody functions on the current portfolio 
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of antibody drugs, it is likely that the ability to continue to engineer novel functionalities by 
using new antibody formats will drive the expansion of the antibody drug market in the 
future." 

Applicants submit that biological type products are much more likely (perhaps 4 or 5 
times more likely) to be commercialized than a new chemical entity. Applicants submit that this 
in part is due to the specificity of antibodies in a biological context. Thus, relatively speaking, 
Applicants submit that the unpredictability in the field under consideration is lower (perhaps 
significantly lower) than in other therapeutic fields. In addition whether certain products make it 
to the market is sometimes a commercial decision based on a number of factors including the 
timing to the market and resources to support projects and more therapeutic antibodies are 
effective than only those that make it to the market. 

Rejection under 35 U.S.C. 102 

The Examiner rejects claims 7-9 and 12 under 35 U.S.C. 102(b) as allegedly 
anticipated by Tang et al (WO200 1/066689). According to the Examiner, Tang et al teach 
methods for treating cancer by administering a therapeutically effective amount of a 
composition comprising an antibody that binds to the K1AA0659 polypeptide {citing, page 4, 
lines 29-32 and pgs. 52-54). The Examiner says that SEQ ID NO: 340 is identical to SEQ ID 
NO:l of the instant application. The Examiner adds that Tang et al teach monoclonal, 
polyclonal, chimeric, humanized, and conjugated antibodies to a detectable label, cytotoxic 
agent or cytokine that specifically bind to the K1AA0659 polypeptide {citing, pages 74-84). 

Tang et al, WO2001/06689, teach a plethora of novel proteins and nucleic acids 
encoding the same. Each is said to be useful in the treatment of a "myriad" of potential diseases. 
Applicants submit that the teachings of Tang et al are clearly speculative. Moreover, there is no 
specific and convincing disclosure of use of antibodies to KIAA0659 of sequence ID No. 1 for 
the treatment of lung cancer or kidney cancer. Tang et al do not enable a method to treat cancer 
at all. They present absolutely no data demonstrating clinical efficacy of an antibody for any 
cancer. Moreover, Tang et al do not even teach or suggest an antibody to SEQ ID NO: 1 of the 
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present application. The United States patent law is clear that a reference must enable the 
teachings that it alleges in order to serve as a proper prior art reference. 



FEES 



No additional fees are believed to be necessitated by the present Amendment and 
Response. However, should any fees be due, authorization is hereby given to charge Deposit 
Account No. 1 1-1 153 for any underpayment, or credit any overages. 



Applicants submit that the foregoing comments place the application in condition for 
allowance. Withdrawal of the rejections and objections is respectfully requested. If a discussion 
with the undersigned may be of assistance in resolving any remaining issues, the Examiner is 
invited to telephone the undersigned at (201) 487-5800, ext. 1 14. 



KLAUBER & JACKSON LLC 
41 1 Hackensack Ave., 4 th Floor 
Hackensack, NJ 07601 
(201)487-5800 

Dated: July 30, 2008 



CONCLUSION 



Respectfully submitted, 
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Abstract 

A close look at the biology and pharmacology of monoclonal antibodies reveals both their continuing 
promise as therapeutic agents to address unmet medical needs, as well as a number of challenges to 
the future discovery and development of this unique class of biologies. A remarkably consistent 
experience of reliable clinical efficacy and safety ensures that Biotech and Pharma have strong incentives 
to accelerate the antibody drug discovery process. Their attractive commercial potential invites 
consideration of potential challenges to the future expansion of the monoclonal antibody drug market. 
Four challenges arise from scientific and technical aspects of the antibody drug format: drug target 
limitations, biodistribution limitations, species specificity issues, and limitations to the route of 
administration and four challenges are based in the commercial and clinical use of antibody drugs: cost 
of goods, product differentiation within the antibody market, competition from small molecule drugs, 
and price sensitivity of clinical acceptance. Despite these challenges and recent setbacks, such as the 
withdrawal and subsequent relaunch of Tysabri and the TGNI4I2 Phase I disaster, the prevailing 
opinion is that monoclonal antibodies will continue to be safe and effective medicines that are 
worthy of commercialisation. 

Journal of Commercial Biotechnology (2008) 14, 65-72. doi:10.1057/palgrave.jcb.3050081; 
Published online 27 November 2007; 
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INTRODUCTION 

The usage of immune horse antiserum to treat 
severe infectious diseases such as tetanus and 
diphtheria at the end of the 19th century was 
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the first application of therapeutic antibody 
drugs. Over a century of experience with 
biological drug products derived from human 
or animal serum followed, including 
polyclonal immunoglobulin antibodies to treat 
severe infections and snake bites, as well as 
the development of serum protein drug 
products to treat genetic or acquired 
deficiency diseases such as diabetes and 
haemophilia. This valuable knowledge base 
in the production, formulation, delivery, and 
clinical usage of serum-derived protein drugs 
set the stage for the rapid expansion of 
biotechnology-derived protein therapeutics 
beginning in the 1980s driven by advances 
in both recombinant DNA and monoclonal 
antibody technologies. These early years also 
previewed challenges that continue to impact 
the development of protein-based therapeutics 
including the formation of antibodies by 
patients that may neutralise the activity of a 
biological drug or trigger adverse reactions 
ranging from mild fever to life-threatening 
anaphylactic shock during repeated treatments. 

Over two decades of the current 
biotechnology era has been characterised by 
intense research to develop antibody-based 
drugs beginning with the first clinical testing 
of mouse monoclonal antibodies. Now the 
industry standard has shifted away from non- 
human and chimaeric antibodies to focus on 
fully human or humanised antibody drug 
candidates. Significant advances in the 
discovery of human monoclonal antibody 
drug candidates have resulted in novel 
approaches utilising both in vivo and in vitro 
methods. In vivo approaches focus the power 
of the vertebrate adaptive immune system to 
directly create potent human antibodies in 
transgenic animals or non-human antibodies 
that are subsequently humanised. In vitro 
approaches are driven by advances in antibody 
library design 1 and these antibody libraries are 
subsequently used for selecting and increasing 
the affinity of human antibodies displayed 
on ribosomes, phage, bacteria, yeast, and 
mammalian cells derived from human B-cells. 
The potential of this accumulated technology 



is truly impressive, allowing the formation 
of polyclonal mixtures of fully human 
monoclonal antibodies with a thousand-fold 
improved potency and the potential to treat 
severe infectious diseases such as botulism. 2 

THE CURRENT ANTIBODY 
DRUG MARKET 

The natural role of antibodies is to block 
infectious disease by binding foreign agents or 
infected cells leading to activation of the host 
immune system. Only one of the 21 current 
marketed drugs (Synagis, respiratory syncytial 
virus, Medlmmune) and none of 38 advanced 
clinical antibody drug candidates, however, 
are designed for this type of application. 3 
Some antibody drugs or drug candidates that 
target leukaemia, lymphoma, or severe 
autoimmune disease do bind to B-cell or 
T-cell-associated surface antigens (CD-20 or 
CD-52) in order to trigger depletion of 
their target cells by complement or Fcy- 
receptor-mediated mechanisms; however, 
cell depletion by the immune system is 
not the goal of the majority of antibody 
therapeutics. Instead, the field has advanced 
by discoveries that create new functionalities 
for monoclonal antibodies, including receptor 
binding to modify activation, prevent 
dimerisation, trigger internalisation, block 
proliferation, or induce apoptosis, binding, 
and neutralisation of cytokines or growth 
factors, and targeting chemical, protein, or 
radioactive toxins to target cells. Largely as a 
result of the discovery of these and other 
novel functionalities, antibody drugs are 
now breakthrough therapies for a variety 
of diseases, especially in the area of 
oncology and severe immunological 
disease indications. 

The current market size for monoclonal 
antibodies is estimated to be over $20bn (US). 
This market is dominated by five antibody 
drugs Avastin (be vacizumab) , Herceptin 
(trastuzumab), Humira (adalimumab), 
Remicade (infliximab), and Rituxan 
(rituximab), which together account for ~80 
per cent of market. In some estimates, the 
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antibody market is projected to grow to 
$30bn or even more over the next 3-6 years, 
driven mainly by oncology applications. 4,5 
This growth will include a mixture of new 
therapeutic applications for marketed antibody 
drugs, improved antibodies aimed at clinically 
validated targets, and the introduction of 
novel antibody drugs to novel targets. 

Recent trends indicate that large Biotech 
increasingly relies on an ageing portfolio of 
approved protein therapeutics; 6 therefore, 
these projected market increases may need to 
be adjusted if the rate of successful launches 
leading to novel antibody drugs begins to 
slow. Biotech and Pharma, however, have 
a compelling incentive to accelerate the 
antibody drug discovery process because the 
commercial aspects of this drug modality 
remain very impressive. Therapeutic 
antibodies have a high drug approval success 
rate once they reach clinical testing (29 per 
cent for chimaeric antibodies, 25 per cent for 
humanised antibodies compared to a success 
rate of approximately 1 1 per cent for small 
molecules). 7 In addition, much of the 
development and clinical experience that is 
gained from the generation and optimisation 
of one antibody product can be readily 
applied to subsequent therapeutic antibodies, 
diminishing some of the development, 
manufacturing, and clinical risks that are 
intrinsic to drug development. 

Owing to their exquisite specificity and 
ability to affect unique biological functions, 
monoclonal antibodies have the potential 
to provide a continued source of effective, 
safe, and reliable therapies. The introduction 
of such new therapies will benefit patients 
having a variety of debilitating diseases that 
otherwise respond poorly to alternate 
approaches. Based on the impact of the 
successful discovery of novel antibody 
functions on the current portfolio of 
antibody drugs, it is likely that the ability to 
continue to engineer novel functionalities 
by using new antibody formats will drive 
the expansion of the antibody drug market 
in the future. 



POTENTIAL CHALLENGES TO 
THE FUTURE OF ANTIBODY 
DRUGS 

The discovery of a continued stream of 
monoclonal antibody-based therapies offers 
tremendous opportunities for Pharma and 
Biotech companies, but also harbours a variety 
of scientific and commercial challenges. 
Currendy, 21 monoclonal antibodies are 
approved for therapeutic use, 11 of which are 
humanised, five chimaeric, three of murine 
origin, while only two are fully human 
antibodies. In contrast, of 38 antibodies in 
advanced clinical testing, 31 are either 
humanised (14) or fully human (17). These 
numbers confirm that human antibodies are 
now the standard of the industry, whether 
obtained by in vivo (immunisation) or in vitro 
(antibody display) methods. Given the large 
number of antibodies in clinical trials or 
preclinical development, it is clear that 
technologies for the discovery of human 
antibodies are not rate limiting. Rather, the 
key to success will either be to identify the 
most effective, novel, and proprietary target in 
a complex pathological setting, or to identify 
a more effective approach to a known target, 
and both will be guided by emerging target 
validation approaches. 

It is instructive to consider eight challenges 
to the future expansion of the monoclonal 
antibody drug market. Four of these 
challenges arise from scientific and technical 
aspects of the antibody drug format: drug 
target limitations, biodistribution limitations, 
species specificity issues, and limitations to the 
route of administration. The remaining four 
challenges arise from a consideration of the 
commercial and clinical usage of antibody 
drugs: cost of goods, product differentiation 
within the antibody market, competition from 
small molecule drugs, and price sensitivity of 
clinical acceptance. 

Drug target limitations 

Following intravenous injection, antibody drugs 
access targets in the extracellular and vascular 
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space. The Fc domain of the IgG format 
interacts with the endothelial FcRn receptor, 
facilitating access to the perivascular space after 
transient movement through the endothelium; 
however, the interior of these endothelial cells 
is not targeted. Antibody immunotoxin 
conjugates utilise antibody internalisation 
following receptor binding, but the goal of this 
application is delivery of the toxin payload to 
the intracellular space, not delivery of the 
antibody itself, which is rapidly hydrolysed. 
Disulphides that are needed to maintain the 
dimeric structure of the IgG format break down 
in the reducing environment of the intracellular 
cytosol and deactivate the potent binding of the 
antibody. Thus, antibody drugs are limited to 
extracellular targets. 

The consequence of this limitation can be 
appreciated by considering the rich list of 
intracellular drug targets, several of which are 
targeted by small molecule drugs that are 
market leaders. These intracellular targets 
include HMG-CoA reductase (statins), nuclear 
honnone receptor agonists or antagonists 
(glucocorticoid, oestrogen, progesterone, etc), 
phosphodiesterase (PDE5), immunophilins 
(cyclosporins FK506), and kinases (receptor 
tyrosine kinase, thymidine kinase). Even when 
limited to the extracellular arena, there 
appears to be a preference for prominent 
antigens on extracellular domains or soluble 
ligand targets. Thus, a notable omission from 
the list of extracellular targets that have been 
addressed by advanced antibody candidates 
include the seven- transmembrane receptors. In 
this large and ubiquitous family of membrane 
receptors are the G-protein coupled receptors 
(GPCR) that are often therapeutic targets for 
small molecule drugs. Technical advances may 
expand the range of extracellular targets for 
antibody drugs to include the GPCRs; 
however, it is not likely that the natural 
limitations of antibodies will be overcome to 
allow access to valuable intracellular targets. 

Biodistribution limitations 

Significant biodistribution and tissue 
penetration challenges limit the application of 



antibody drugs. Solid tumours make up the 
majority of human cancers (~85 per cent). To 
date, nine antibodies have been approved for 
the treatment of human cancers, but only 
three target solid tumours and one of these, • 
bevacizumab, is actually directed towards a 
soluble ligand target, not to its cell surface 
receptor expressed on cells inside the solid 
tumour tissue. This suggests that additional 
barriers are associated with the treatment 
of solid tumours that are not present for 
haematological malignancies. These limitations 
need to be addressed before the successful 
treatment of human solid tumours by 
antibody drugs can expand. Even greater 
challenges may exist for other disease 
indications in privileged tissue like the 
central nervous system. When faced with 
these challenging biodistribution applications, 
the high-molecular- weight IgG format may 
ultimately fail to achieve the required tissue 
penetration. In the future, this natural 
antibody format may be replaced by protein 
drugs derived from alternate antibody formats 
or antibody mimetic scaffolds. It remains to 
be determined whether these molecules 
are able to more effectively access poorly 
vascularised tumours or tissues protected by 
the blood-brain barrier. 

Species specificity issues 

One of the valuable properties of antibody 
drugs is their exquisite specificity, allowing 
them to bind one particular epitope in the 
presence of many other similar binding 
targets. This may, however, lead to extended 
preclinical development times for antibody 
drugs because antibodies to a human target 
may not bind the similar target molecule in 
species commonly used for efficacy or safety 
testing (mouse, rat, rabbit, dog, etc). In 
addition, well-known recent clinical results 
indicate that the species specificity of Fc 
receptor binding must be given greater 
consideration during development of future 
antibody drugs. 

There is not one universally accepted 
solution to the issue of species specificity of 
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antibody epitope recognition; however, there 
are a number of potential solutions, all of 
which add time or require significandy more 
resources for antibody drug discovery. One 
potential solution is to develop two separate 
antibodies in parallel in order to include one 
antibody that recognises the antigen in a 
species used for animal testing. Another 
solution is to establish transgenic mice 
expressing both the human target protein 
and the necessary human auxiliary proteins 
in order to allow testing of human-specific 
antibodies in transgenic mouse models. A 
third potential solution is to screen antibodies 
that recognise both the human and the mouse 
antigen and advance only those candidate 
antibodies with dual species specificity. 
This option harbours the potential risk of 
discarding unique antibodies to a functional 
human epitope not found on the mouse 
homologue. A final potential option would be 
to complete the entire concept validation 
studies in vitro utilising human cell or tissue- 
based models. Then, the first in vivo proof of 
concept would be in human clinical studies; 
however, the acceptance of this approach is 
problematic in the post-TGN1412 era. 

The major lesson arising from the disastrous 
clinical testing of TGN1412 (anti-CD28 IgG 
T cell superagonist) is that special caution is 
needed in the design and execution of 'first in 
man' clinical trials. 8 In addition, however, 
based on this tragic event, an increased 
emphasis on preclinical consideration of Fc 
receptor interactions is likely to be required 
by regulatory agencies. 9 The 'cytokine storm' 
was not found during preclinical testing of 
TGN1412 in cynomolgus monkeys, indicating 
that species differences in Fc receptor binding 
may be important for IgG tests even in non- 
human primates. Functional aspects of the 
traditional IgG format can be finely tuned by 
post-translational glycosylation in a proprietary 
production cell line or by Fc engineering to 
selectively trigger effector functions such as 
antibody-dependent cellular cytotoxicity. It is 
clear that the Fc portion of the monoclonal 
antibody plays a significant role in the 



extended serum half-life that is now expected 
for this class of biological drugs. Thus, Fc 
modifications must achieve the right balance 
of clearance, Fc receptor functionality, and 
clinical safety. Modification or elimination of 
Fc receptor binding altogether may be 
included as a motivation to pursue alternatives 
to the traditional IgG format. Various new 
antibody formats as well as mime tics are 
being pursued, but there is limited or no 
clinical experience with most of these 
antibody formats and mimetics. The jury is 
still out on whether one of the many 
emerging novel scaffolds that eliminate Fc 
receptor binding can effectively substitute for 
monoclonal antibodies in the mid-term. It is 
likely, however, that preclinical development 
issues based on species-specific target 
recognition will continue to challenge both 
antibody and antibody mimetic-based drug 
candidates. 

Limitations to the route 
of administration 

Four of the top five selling antibody drugs 
and 16 of the 21 approved antibody drugs are 
administered by intravenous infusion. Several 
antibody drugs are approved for subcutaneous 
injection. Selected antibodies either are 
approved or have been successfully tested in 
the clinic using other routes of administration 
often designed for a specific indication 
including intramuscular (palivizumab), 
intravitreal (ranibizumab), intracoronary 
(abciximab), and intraperitoneal, 
intraventricular, or intralesional (rituximab). 
Subcutaneous injection offers the possibility 
of self-injection by the patient; however, 
a comparison of the TNFa antagonists 
infliximab (intravenous infusion) and 
adalimumab (subcutaneous injection) showed 
equivalent short-term efficacy despite this 
difference in the route of administration. 10 
Over the course of long-term treatment, 
seff-administration and ease of use may be 
anticipated to impact patient compliance 
and acceptance of antibody drugs. Insulin 
represents a protein therapeutic that is readily 
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delivered by subcutaneous injection, but over 
the years more acceptable delivery methods 
have been actively sought due to market 
demand. In the case of insulin, both the 
popular insulin pen technologies utilising 
extremely small, short needles as well as 
inhaled insulin powder (Exubera) have 
subsequently been developed. When the 
relatively low molecular weight of insulin 
(~5,800Da) is compared to the high 
molecular weight of the IgG format 
(-150,000 Da) found in the majority of 
approved antibody drugs, it is clear that 
further technical advances will be needed to 
achieve the ease of use of pen injection or 
inhalation technologies. An additional 
potential benefit of the lower molecular 
weight of either alternate antibody formats 
(-25,000-75,000 Da) or antibody mimetics 
(-9,000-1 5,000 Da) may be to allow 
expanded routes of administration. If any of 
these improved routes of administration are 
realised they will represent an important 
milestone for the development of these 
alternatives to traditional antibody drugs. 

Cost of goods (COGS) 

Significant costs are associated with the 
identification, optimisation, and production of 
monoclonal antibodies due to the cost of 
manufacturing and intellectual property 
considerations. Because of their complex 
structure, monoclonal antibodies in the IgG 
format are generally limited to production in 
mammalian cells. These large protein drugs 
(-150,000 Da) require post-translational 
modifications and critical disulphide bonds for 
full activity. The usual route of production in 
either Chinese hamster ovary (CHO) or 
mouse myeloma (NS0) cell lines is often 
expensive and time consuming. The 
technologies to discover and produce 
monoclonal antibodies have been heavily 
patented and companies that are active in this 
field often need to acquire one or more 
licenses, either research or commercial. These 
intellectual property costs are not associated 
with a single patent and not limited to the 



antibody molecule itself, but may include a 
collection of technologies needed for antibody 
drug generation, optimisation, and production. 
These technologies may include, among 
others, affinity maturation, humanisation 
methods, the expression systems (promoter 
and poly A sequence), and cell lines used to 
produce the antibody with the appropriate 
post-translational modifications needed to 
ensure the desired functionality. The 
cumulative costs associated with licensing 
these technologies are often referred to as 
'stacking royalty' payments. 

Product differentiation within the 
antibody market 

Within the TNFa antagonist arena, different 
routes of administration have not yet 
distinguished similar antibody products with 
respect to short-term efficacy. This indication 
is not unique in having several approved 
antibody drugs or antibody drug candidates in 
advanced development. Marketed antibody 
drugs and advanced candidates are often 
directed to the same target and there are 
apparendy four TNFa antagonists (infliximab, 
adalimumab, golimumab, certolizumab) in 
addition to the Fc fusion protein etanercept, 
five antibodies targeting the B cell receptor 
CD 20 (rituximab, ibritumomab, tositumomab, 
ofatumumab, ocrelizumab), five to the EGF 
receptor EGFR (cetuximab, panitumumab, 
matuzumab, nimotuzumab, zalatumumab) , 
and three to VEGF/VEGFR signalling 
(bevacizumab, ranibizumab, CDP-791) in 
addition to the Fc fusion VEGF-Trap. A 
simple list is not a fair comparison and in 
some cases the antibody formats are different 
(immunotoxin versus naked antibody, or IgG 
versus Fab), the indications are different (solid 
tumour versus macular degeneration, - 
lymphoma versus arthritis), or the approach to 
the target is different (soluble ligand versus 
receptor extracellular domain); however, it is 
clear that the potential to differentiate 
between similar antibody products will 
represent a challenge to the industry. 
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Competition from small 
molecule drugs 

In addition to the need to differentiate 
antibody drugs from each other, there is 
emerging pressure from small molecule drugs 
directed toward similar targets as the 
antibodies. No good solution has been found 
to the daunting technical challenge of finding 
small molecules that can bind and block tight 
protein-protein interactions. Antibodies are 
excellent agents for binding one protein and 
preventing binding of its biological partner. 
Small molecule drugs are not likely to 
compete directly with antibodies using this 
mechanism, but the therapeutic targets of 
antibody drugs may be addressed by alternate 
mechanisms taking advantage of the ability of 
small molecule drugs to antagonise intracellular 
targets. Growth factor receptors often are 
comprised of an extracellular domain suitable 
for antibody binding and an intracellular kinase 
domain that may be antagonised by small 
molecule inhibitors. Lapatinib (Glaxo Smith 
Kline) is an example of one such oral receptor 
tyrosine kinase inhibitor that targets both 
EGFR (ErbB-1) and HER2 (ErbB-2) 
receptors and that may compare favourably 
with antibody drugs to these targets. Similarly, 
by inhibiting the tyrosine kinase domains of 
VEGFR-1, VEGFR-2, and VEGFR-3 and 
other receptors (Raf, PDGFR-B, KIT, FLT-3, 
and RET), the oral drug Nexavar (Bayer) may 
compare favourably to antibodies targeting 
VEGF/VEGFR signalling. In the future, 
combined treatment that includes both 
antibody and small molecule drugs may prove 
most effective for life- threatening diseases. It is 
likely, however, that further challenges to the 
ability of antibodies to address drug targets will 
arise from advances in the ability to identify 
small molecule leads to the same targets. 

Price sensitivity of 
clinical acceptance 

The cost issues for antibody therapies do not 
end when the antibody drug has been 
successfully produced and packaged. Antibody 



drugs targeting cancer rarely cure this disease, 
especially in the advanced stages of cancer. 
For maximum benefit, antibody cancer drugs 
are usually administered in combination with 
chemotherapy or radiotherapy. These 
combined treatments significandy increase the 
total cost to the patient. For example, the 
FOLFOX regimen (Fluoro uracil, leucovorin, 
and oxaliplatin) costs nearly $12,000 dollars 
for an 8-week course compared to 
approximately $21,000 for FOLFOX 
combined with the antibody drug 
bevacizumab, but the combination with 
antibody drug results in a significant 
increased benefit in the median survival 
time. 11 Improved benefits in the clinic will 
drive Biotech and Pharma to work with 
clinicians to find ways to continue to 
improve the costs of antibody therapies. 
National healthcare providers, however, 
may be reluctant to pay for the high cost 
of antibody drugs. Recently, the National 
Institute for Health and Clinical Excellence 
in the United Kingdom was widely criticised 
when it failed to recommend cetuximab 
and bevacizumab for advanced bowel cancer 
based on their estimate that these drugs were 
not cost-effective in the treatment of 
metastatic colorectal cancer. 12 Thus, a final 
challenge will be to identify antibody drugs 
that are efficacious therapeutics and that are 
recognised as cost-effective by healthcare 
providers. 

In summary, monoclonal antibodies, along 
with their derivatives and conjugates, provide 
tremendous opportunity in the mid-term for 
the discovery of new treatments for diseases 
with high unmet medical need. Despite recent 
setbacks such as the withdrawal and 
subsequent relaunch of Tysabri and the 
TGN1412 Phase I disaster, the prevailing 
opinion is that monoclonal antibodies will 
continue to be safe and effective medicines. 
Emerging technologies in novel antibody 
formats and mimetics will further provide 
opportunities to improve this unique class of 
biological drugs and will help to ensure their 
continued commercial success. 
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Following the success of recombinant proteins, 
therapeutic monoclonal antibodies (mAbs) 
represent the second wave of innovation created 
by the biotechnology industry during the past 
twenty years. Between 2001 and 2002, the value 
of the global therapeutic mAb market grew by 
37% to US $5.4 billion. Chimeric mAbs were 
the undisputed leaders, with 43% growth and 
US $3.8 billion in sales, followed by humanized 
mAbs with more than US $1.4 billion in sales 
and growth of 29%. The current global clinical 
antibody pipeline, which comprises 132 prod- 
ucts in development and is dominated by 
humanized (42%) and fully human (28%) 
mAbs, is poised to deliver as many as 16 new 
products between 2004 and 2008. As a result 
of growth in existing markets for mAb thera- 
peutics, and the opening of new ones, the 
global market is projected to increase to US 
$16.7 billion in 2008. 

mAbs approved for marketing 

To date, 17 therapeutic mAbs, comprising 
four different types, have been approved by 
the US FDA: three murine, five chimeric, 
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Phase transition 

Rgure 1 1 Phase transition probabilities* for four 
types of therapeutic mAbs. 'Phase transition 
probabilities were calculated as follows: the number 
of products that completed a given phase (for 
example, Phase I) and entered the next (for example, 
Phase II) was divided by the difference between the 
number of.products that entered the phase and 
those that were still in the phase at the time of the 
calculation. Clinical studies for human antibodies 
initiated during 1994 to 2003. Source: Tufts Center 
for the Study of Drug Development. USA, US 
approval; USR, US review. 



eight humanized and one human. Nine of 
the seventeen mAbs have also been approved 
in the European Union (EU). All of these 
products were approved in the United States 
first, though all were approved in the EU within 
two years of the US approval date. Mean 
approval times for mAbs are faster in the United 
States compared with the EU because the FDA 
has given priority review designation to a 
majority of the marketing applications. Of the 
approved products, the best-seller is Johnson & 
Johnson/Schering-Plough's infliximab (Remi- 
cade), with sales of US $ 1 .6 billion, representing 
30.5% of the total market sales in 2002. This 
product was also the fastest-growing product in 
2002, with sales increasing by 84%. 

Advancing to the next phase 

Although many products might start on the 
path to approval, not all will complete the 
convoluted process. In our analysis, probabil- 
ities of product advancement from the start 
of clinical development through US approval 
were calculated on the basis of current devel- 
opment status of 260 products identified as 
either murine, chimeric, humanized or 
human mAbs (FIG. l). Murine mAbs had the 
lowest transition probabilities at each phase. 
The chimeric, humanized and human prod- 
ucts had similar Phase I to II and Phase II to 
III transition probabilities, but the probabili- 
ties diverged at the Phase III to US review 
transition. For the vast majority of mAb 
products, if the FDA filed the marketing 
application, then the product ultimately 
received approval. 

Measure of success 

Approval success rates are a measure of the 
likelihood of receiving marketing approval 
for a product that enters clinical testing. The 
range of overall approval success for the four 
types of mAbs was large. To date, the murine 
products have been least successful (4.5%), 
whereas the chimeric mAbs have been most 
successful (26%). The approval success rates 
for the humanized (18%) and human (14%) 
mAbs were in the middle of the range. The 
majority of the humanized and human 
mAbs are still in clinical development, so the 
approval success rates might change as the fate 
of more products is determined. Additional 
variation in the success rates was observed 



when the mAbs were categorized by both 
type and therapeutic category. For example, 
the success rates for antineoplastic and 
immunological chimeric mAbs were 29%, 
whereas humanized antineoplastic and 
immunological mAbs had a 25% and 17% 
success rate, respectively. 

Waves of the future 

Looking toward the future, we anticipate two 
major approval waves during the next five 
years. The first will occur between 2004 and 
2006, with humanized antibodies comprising 
the largest number of approvals, whereas the 
second will occur between 2007 and 2008, and 
be dominated by human antibody products. Of 
particular interest, Osidem (ImmunoDesigned 
Molecules), a combination of a bispecific mAb 
and macrophage-activated killer cells, and two 
radiolabelled antibodies might reach the 
market by 2008. One product produced using 
a novel engineering approach, Celltech's frag- 
mented antibody CDP-870, is expected to 
launch in 2006. 

A growing market 

Although growth will rely on the rise of 
humanized and human antibodies, chimerics, 
led by infliximab and rituximab (Rituxan; 
Genentech), will dominate with a 49% market 
share in 2008. Humanized antibodies will 
follow, with sales forecast to reach US $5.2 
billion, or a 31% market share by 2008. In 
addition, fully human antibodies with 2008 
sales of US $1.9 billion, will capture 1 1 % of 
the market in 2008. 

Two therapeutic categories — oncology 
and arthritis, immune and inflammatory dis- 
orders (AIID) — will likely be the commercial 
and research focus during the next four years. 
With the recent approvals of cetuximab 
(Erbitux; Imclone Systems) and bevacizumab 
(Avastin; Genentech), oncology will be the 
leading income earner, with forecast sales of 
US $7.2 billion in 2008, representing a 43% 
market share. Meanwhile, AIID sales will 
almost quadruple from US $1.7 billion to $6.7 
billion in 2008, or a 40% market share. In 
addition, the industry might see approvals in 
new areas such as the 2005 launch of the 
humanized antibody natalizumab (Antegren; 
Biogen IDEC/Elan) for the treatment of 
multiple sclerosis. ► 
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The antibody-focused biotechnology industry 
has garnered US marketing approval for 13 
therapeutic mAbs during the past six years 
(TABLE l). During the next five years, the indus- 
try has the potential to double the number of 
approved mAbs, and can anticipate a tripling 
of the global market for mAb products (see 
FIGS 23). To achieve this result, the industry 
needs to continue to evolve towards technol- 
ogy integration and market expansion. Success 
will depend on strategies targeting shorter 
development times, higher success rates, inno- 
vative molecular engineering, robust intellec- 
tual property protection and the development 
of cost-effective manufacturing. 
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Figure 2 | New product approval trajectories in terms of technological exposure and sales potential 
in 2008. Sixteen new antibodies are expected to reach the market over the next four years. Amounts in US $ 
millions. Source: Datamonitor. IL, interleukin; MRA, humanized anti-human IL-6 receptor monoclonal antibody. 
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Figure 3 1 Comparison of therapeutic mAb sales trajectories in 2002 (yellow) and 2008 (blue) in terms 
of technological focus. Despite the undisputed leadership of chimeric mAbs, the contribution of humanized 
and fully human products to total market size will significantly rise. Source: Datamonitor. 



Table 1 | Therapeutic mAbs approved in the United States and European Union 



Sponsor company Generic name 

Johnson & Johnson Muromonab-CD3 ; :: |, 

Context Abciximab 

BiogenlDEC 
: Protein Design.. 

Noyartis ■ 
. Medlmmune 

Centocor 
; Genentecrr 



US trade name 



Abciximab 
. Rituximab 

• ■ If 

Basiliximab 



D alivizumab 
Infliximab 
Trastuzumab 



mAb type 

Orthoclone OKT3 Murine 
ReoPro Chimeric 



Chimeric 




Wyeth 

^Millennium/WEX 
BiogenlDEC: 

| Abbott'" * 
Genentech 



Remicafc^e 
Herceptin 
Gemtuzumab ozogamicin ; Mylotarg 
■ ' Cam ath 



At 

AJemtuzr- 
jbntumomabtiuxetan 



Chimeric 

Humanized 

Humanized 



Therapeutic 
category 

Immunological* 

Hemostasia 

Antineoplastic 

immunbtogical 

Immunoloqica! 

-Anti-Wecuve 

Immunological 



US approval 
ate 

19.06.1986 



EU* approval 



NA 



3.11.1997 
). 12. 1997 


02.06.1998 
26.02.1999 


>.05.1998 


09,10.1998 



Antineoplastic 



: Zevalin : 
Adalimumab Humira 
Omalizumab- 




Murine 

' Human * 

Humanized 

; Murine 

. - 

• - Humanized 



r Antineoplastic 
Antineoplastic 
Immunological 
Immunological 
Antineoplastic 



24.08.1998 
25.09.1998 
17.05.2000 
07.05.2001 
19.02.2002 
31.12.2002 
20,06.2003 
27.06.2003 



tGenentech: 



Immunological 27. 1 0.2003 

- Antineoplastic 1 2.02.2004 ■. , 

Antineoplastic 26.02 2004 



13/08.1999 
13.08.1999 
28.08.2000 
NA 

06.07.2001 ; 
16.01.2004 
' 08.09.2003 ' 
NA 

NA Hii \ 

NA > s ■ 
NA " \ 



'Approved using EU centralized procedure, includes arthritis, immune and inflammatory disorders and prevention/reversal of transplant rejection; NA, not approved. 
Source: Tufts Center for the Study of Drug Development. 
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